as United States

a2 Reissued Patent
Austad et al.

(10) Patent Number:
45) Date of Reissued Patent:

USOORE46965E

US RE46,965 E
*Jul. 24, 2018

(54) INTERMEDIATES FOR THE PREPARATION
OF ANALOGS OF HALICHONDRIN B

(71) Applicant: Eisai R&D Management Co., Ltd.,
Tokyo (JP)

(72) Inventors: Brian Austad, Tewksbury, MA (US);
Charles E. Chase, Londonderry, NH
(US); Francis G. Fang, Andover, MA
(US); Trevor Calkins, Stoughton, WI
(US); Bryan M. Lewis, North
Brunswick, NJ (US)

(73) Assignee: Eisai R&D Management Co., Ltd.,
Tokyo (JP)

(*) Notice:  This patent is subject to a terminal dis-

claimer.

(21) Appl. No.: 13/924,892

(22) Filed: Jun. 24, 2013
Related U.S. Patent Documents

Reissue of:
(64) Patent No.: 7,982,060

Issued: Jul. 19, 2011

Appl. No.: 11/628,396

PCT Filed: Jun. 3, 2005

PCT No.: PCT/US2005/019669

§ 371 (e)(D),

(2) Date: Mar. 28, 2007

PCT Pub. No.: WO02005/118565
PCT Pub. Date: Dec. 15, 2005

U.S. Applications:

(62) Division of application No. 13/495,909, filed on Jun.
13, 2012, now Pat. No. Re. 45,324, which is an

(Continued)
(51) Imt.CL
CO7D 307/12 (2006.01)
CO7F 7/18 (2006.01)
CO7D 407/06 (2006.01)
CO7D 407/14 (2006.01)
CO7D 493/04 (2006.01)
CO7D 493/08 (2006.01)
(Continued)
(52) US. CL
CPC .......... CO7F 7/1844 (2013.01); A61K 31/341

(2013.01); CO7C 33/423 (2013.01); CO7D
307/12 (2013.01); CO7D 307/28 (2013.01);
C07D 307/33 (2013.01); CO7D 317/72
(2013.01); CO7D 407/06 (2013.01); CO7D
407/14 (2013.01); CO7D 493/04 (2013.01);
CO7D 493/08 (2013.01); CO7D 493/10
(2013.01); CO7D 493/18 (2013.01); CO7D
493/20 (2013.01); CO7D 493/22 (2013.01);
CO7F 7/188 (2013.01); CO7F 7/1856
(2013.01); CO7H 15/26 (2013.01); YO2P 20/55
(2015.11)

(58) Field of Classification Search
CPC ...... CO7F 7/1844; CO7F 7/188; CO7F 7/1856;
C07C 33/423; CO7D 307/12; CO7D
317/72; CO7D 493/10; CO7D 493/20;
CO07D 493/22; CO7D 493/18; CO7D
493/08; CO7D 493/04; CO7D 407/14;
C07D 407/06; CO7D 307/33; CO7D
307/28; A61K 31/341; CO7H 15/26;
YO2P 20/55
USPC oot 514/450; 549/348
See application file for complete search history.

(56) References Cited
U.S. PATENT DOCUMENTS

5,338,865 A
5,436,238 A

8/1994 Kishi et al.
7/1995 Kishi et al.

(Continued)

FOREIGN PATENT DOCUMENTS

EP 0572 109 A1 12/1993
EP 0572109 12/1993
(Continued)

OTHER PUBLICATIONS

Duan and Kishi, “Synthetic Studies on Halichondrins: A New
Practical Synthesis of the C.1-C.12 Segment,” Tetrahedron Lett.
34(47), pp. 7541-7544 (1993).

(Continued)

Primary Examiner — Alan Diamond

(74) Attorney, Agent, or Firm — Finnegan, Henderson,
Farabow, Garrett & Dunner LLP

(57) ABSTRACT

The present invention provides macrocyclic compounds,
synthesis of the same and intermediates thereto. Such com-
pounds, and compositions thereof, are useful for treating or
preventing proliferative disorders Formula (F-4).

(F-4)

2 Claims, No Drawings



